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IN: THE DRAWINGS 

The attached sheecs of drawings (Sheet 1 of .9 and: 
2. of BJ include, eliang6S : to Table L These sheets , : which 
include Table 1 replace the original sheets including' Table 1 ,. 
A footnote: was added. t'& each sheet indicating' that "Eudragit 
NS3GD ,J is a. trademark.,. whose chemical name is 
p.oi.y (ethyl story 1 at e .y met hy imethacry 1 at e } ahd whi ch has a. 
molecular weight- of 8CQ , 00 0 . 

.Attachments : Replacement Shee t s 
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Claim 1. has been amended, claims 4 and g have been 
canceled, and el alms S, and 7 are pending . The specif i c at ion ha s 
been amended to provide the chemical names of certain 
trade marked chemicals, i.e. Eudragit, Mb new matter has been 
added by way of this amendment ,. 

>Muanditiants to the Hpeglf Igg^lgg 

The trademark Eudragit- 833-0 appears in the Specification 
at page 10, line IS, The trademarks Eudragit RB10Q and RS1GGL 
appear .in the- Specif ication at. page- 1 1 , line 2 1 . The; trademark 
E : udra:gi;t:ME3 O.D appears in the Spe.di float ion at Table 1„. In each 
instance, the Spec if i cat ion has. been amended to include the 
chemical names of each, of these Eudragit polymers:. Applicants, 
also attach a brochure f rom, E^onik Industries: { " Exhibit. A" ) 
eYideneing the chemical names for each of these polymers * 

Olalni ^xtiexidxtiBntB 

Support. for the limitation "polyl ethyl aery late , 

methyl methacryi ate :} r and poly ( ethylacrylat e f 

methylmehhacr^^ chloride 5 ' 

can. be found in. the specif 1 cation in the Examples a.nd : Tables 

where references to Eudragit polymers is made. See, for 

■example., Table 1 < and the. Specification..: at pages 1:0 and 11. 

Support for the limitation directed to: the composition of 
the;, second, skin layer can be found at page 4 /: line 2 9 to page 5 , 
line IQu 

■Support for the limitation of a pl-l- independent release can 
he found in claim 8 . 
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Rejection XJnder 35 g Mjj^ 112 , 1 st paragraph 

The Examined has: rej ected claims 1, 4, 5 , 7 and 8 under 
35 U'-S-C* I 112;: first paragraph., as containing subject matter 
which was not described in the specif ication in s!.ueh. a -way as- td 
reasonably convey to one skilled in the art that the inventors, 
at the time of filing, had; possession: of the- claimed- invention. 
Specif ically f the Examiner contends that, the 11 water - Insoluble 
acrylic polymer derivatives did not. meet the written description 
proytsion^dne to lacking chemical structure , " (Office Action, 
page; 21) In view of the amendment to claim 1 to include 
specific. acrylate polymers:,. this rej^ection. in moot. 
Accordingly, this rejection should he withdrawn, 

Rejection Under 3S UvS.C, Bection 1.12,. 2 nd Paragraph, 

The Examiner has rejected claims l f 4:,. 5, 7, and S under 
35 U.,S.,C:> § 112, second paragraph:, as being indefinite for 
failing to particularly point out and distinctly claim the 
subject matter which. i^pli cants regard as the invention. 
Specifically, the Examiner contended that the term "softening 
point " was ambiguous . (Id, at 3 J In view of the amendment to 
claim' 1. to include specific components^ of hhe : second skin layer.,, 
this rejection is moot. Accordingly, this rejection should be 
withdrawn 

Rejections Un der 35 U JvG, * Section 1Q3 (a) 

The Examiner has rejected claims l 7 4, 5, 7 f and 8 under 
35 § 103 (a) as being unpatentable over Ha.ra (dPQ22 25416) 

in view of Sawejinm (01 S , Patent Mo. 5,068,112} and Gowan (jJ.S, 
.Patent No, 5,405,617), {Id,, at S,»i The Examiner has also 
rejected the claims over Kara in view of Liversidge [II, S Patent 
Mo * 5,145,684} and: Kokub® CJ^.0-12 87021 K. (Id. at 8 1) Applicants 
respectfuily traverse each of these rejections and submit that 
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even if the teachings of the collective references.: were combined 
in the manner suggested by the Examiner, the eombinations -would 
still not result in the claimed invention, 

The claimed invention is directed to sustained release 
pharmaceutical compriBing beraprost; sodium ( BPS) , BPS is an 
active, pharmaceutical iiigrediant having a high activity. As a 
res ul t of this high act ivi ty , doses of BPS are small , resulting 
in a narrow therapeutic effect- Moreover, BPS ! s half life in 
blood can toe as short as one hour. Therefore, to obtain the 
necessary therapeutic effect, the prior art suggests that BPS 
must be administered, frequently* 

BPS is an acidic API having a pH~ dependent solubility in 
aqueous solutions. Thus, the release rate of BPS is largely 
influenced: by ;pH :/ which changes along: the.: gastrointestinal 
tract. As the pH changes.., more or less BPS is released from the: 
formulation. Potentially this could lead to high, enough, levels 
of BPS in the blood, which could produce unwanted side ef f ects . 

Moreover, merely admixing BPS in a sustained release matrix 
or merely coating BPS with a sustained release coating, results 
in pH- dependent release of the API , a release which is largely 
influenced :by the pEs: present in the gastrointestinal: tract. 
The results; are: the same, when formulating with, an enteric: 
coating since the enteric coating polymer, like the API, has pH- 
depe ndent solubi lity ., 

In : view of this : ,. Applicants developed: a novel BPS 
formulation to provide a pH~ independent , sustained .release of 
BPS 1 which ultimately allows for a reduction in the number of 
administrations of BPS needed.: to maintain a therapeutic effect,,: 
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Hara in view of Samej lma and Gow&n 

Hara does not: dlsGloae the: pH - : i'tidependeut: release of BPS or 
the use of the pB~ independent polymers: recited in claim 1. 
Instead, Hara is directed to- an oral formulat ion compr 1 .8 ing 
gra;hii.le:^ of a PGI2- derivative which are coated with an enteric 
and/or water- insoluble mater ial to provide sustained, release 
granules . [Hmra t page 4 , ) As; examples of enteric coating 
iTlaterial:S : , fera real teg various pQlymerss including 
jp61y -(i^tKa^i^Xie- acid, methylmethacrylate) and polY (triethacrylic 
acid, ethylaorylate) ■ (Jci. at 7.) HarM identifies these 

copolymers as "Euraglt L<S U having a solution pH in he range of 
pH 6-7 and "Eudragit L3 0D h having a solution pH of 5. 5, 
.Each of these materials are pH~ dependent polymers and are 
soluble; in water having about a neutral pH Thus, the use of 
these enteric materials, ^ione or in combination with other 
disclosed water- insoluble materials, provides for a pH- de penden t 
release. Accordingly., Jfpra. does not disclose the sustained, 
release of BPS in a pH ■ -- 1 ndep e n den t ., manner as in the claimed: 
invention or the use of the claimed pH- independent polymers 
recited in claim 1, 

Moreover,. Hara does not disclose the use of a second akin 
layer or the importance of an. additional layer to effect 
jpH- independent release * This is particularly important because 
.Applicants have surpr i s ingly shown that pB- independent sustained 
release cannot be attained by merely coating BPS with a 
monoiayered water-insoluble sustained release film as in Hara. 
FIG. 3 of the: present, invention. oomparsB the pH- dependent 
release .behavior, at pHs 1.2 and' 6- , 3 , between. Formulat i on 
Example IB (which represents a formulation of the claimed 
invention comprising two skin layers) and Comparative Example 2 
( which repre sent s the use of a mono - layer o f a wat er " insoluble 
polymer; as in some embodiments: of .Hara) . FIG. 3 clearly shows 
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that pH~dspendeut release behavior is improved by including a 
second akin layer as in. the claimed invention. Indeed, the 
dissolut ion prof ilea for Formulation Example 18 tested at pfl 1.2 
and ptl B , 8 are very similar, confirming: that stable, p:H : - 
independent release was able to be obtained,, { Jkppll o.a £l an > page 
12, lines 25-27 4 This is, in contrast to GoTtiparative Example 2 
where the release rates at pK 1.2 and 6.8 are quite different 
and hence show a pH-dependent release. (Id, at lines 21-24.) 
There is no discIoBure in Mar -a. to incorporate any of the claimed 
"skin layer 55 components or any material which would cause the 
PG'T:2»deriv-ative to be released in a pM- independent manner, let 
alone to include a second skin layer as in the claimed 
indention.. In fact! Sara provides no mention of pH- independent 
release at all and certainly no disclosure that such a property 
is even desirable;,: Cons ec^uen.t 1 y > one skilled in the art would 
not look to Hajrs for any guidance to make the sustained" release 
BPS f ormulation of the claimed invent: ion . 

Neither Samejlma or Gawan cure the deficiencies of iara, 
Bmneijdrm is directed to a controlled release pharmaceutical 
preparation comprising' a core containing an API and a porous; 
film coating comprising either (1) a hydrophobic polymeric 
.substance,: or (2 ) a eombinatioh of a : hydrophobic polymeric 
substance: and a hydrophilic polymeric substance r . ( Sams j ima f 
abstract.) Bmmjima. discloses many example© of different 

hydrophobic and hydrophillic polymers which could be utilized to 
provide films; having varying porosities and hence, different WBT 
release rat es . ( Id * at col. < .2 to col , 13 ; col . € 11 . 3 7 1:45 . ) In 
this regard; Emnej im& disc loses the application of polymer films 
to control API release much like, in Comparative; Example 2 of the 
claimed invention, And, as already detailed above, such porous 
film coatings cannot offer a sustained release of an API having 
a pH- dependent solubility. Moreover, Sam^jiwa provides ho 
disclosure to pick and choose any specific; combination; of 
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polymers to ensure a pH -independent release, let alone to select 
any of the A, ;skin : layer" components of the claimed. invention.-. 
;Mbr does it disc lose a second skin layer as in the claimed 
invention. Therefore, even If the teachings of S&mejlina were 
combined with Bars, the combination would not result in the 
ci a imed invent ion v 

Gowan is directed to a technique for taste masking granules: 
by coating them with a hot --melt base material . (;Gowan.-,, 
col , 1 1117-12,) 0m*mn. does not disclose that any of the 
"hot -melt base materials'" can be selected to al ter the drug 
release profile, of a f ormulat ion, let alone to. provide a 
sustained release of BPS as in the claimed invention. Hor is 
there any disclosure; that adding a taste -masking "hot -melt base 
material' 5 could allow for p&- independent release of an API 
having a. pH- dependent solubility:, Accordingly, even if the 
collective teachings of Haifa, Same j im&, and Gowan were combined, 
the combination would not result in the claimed invention., 
Moreover, even after KSR v, Telefie^ 550 U.S., 3 98:, 402 (2 00 7) , 
it is not enough that certain elements could be combined. There 
must be some reason to suppose that they would be combined and 
nothing in the collective teachings of the cited art leads to 
the conclusion that the films of £&mejlma or material a of Gowen 
would be combined with the formulation of Mara to provide for a 
sustained release of BPS as in the claimed invention. 
Therefore., the rejection should, he withdrawn. See also United 
Smm& V.> MdaMB, 3 83 U. S , 33, 50-52 (19 BE) * 
Hag_ in jriew of Liv ersidg^ and lakubo 

iippii cants submit that that even if Mara,* iiversid^-e, and 
Kokuho were combined, the collective teachings would not result 
in the claimed invention. As already recited above, Hara does 
not teach the use of the claimed pH- independent polymer 
derivatives or the sustained release of EPS in a pH-indeperident 
manner. Neither Liversidgre nor iSoJfctijbo cure this deficiency. 
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L±v&r&idg& is directed to stable, draper sifole drug 
nanQparticles and a method for preparing such. particle.s by wet 
milling. (Li veirsMffe, col, 3 11,16-31.) The reference as a 
whole: does; not disclose: the modification of a formulation to 
provide a sustained release of an API, indeed,, there is no 
disclosure in Liversicfge that modifying particle Blsa would 
result in the sustained release of BPS as in the oialiried. 
indent ion, Mor is there any disclosure in Ll ver& z dl^e. of 
combining any pH- independent polymers wi th BPS to provide 
sustained release as in the cl aimed indention. 

Kukobo is directed to a masking technique where a "hot-melt 
base material " is coated on granules . (Kukoha, M>s tract * ) 

Mikaho does not disclose that any of these '-.hot • mel fc base 
materials" can be selected to: alter the drug release profile of 
a formulatiGTi, let alone to provide a austained release of an. 
API. Ifer is there any disclosure that adding a "hot -melt base 
•material." would allow for pH~ independent release of an APT 
having a pH-dependent solubility, Accordingly, even if the 
coii active teachings of Ma.ra. f Liver-sld^e, and Kukoho were 
combined; the combination would not result in the claimed 
invention and, thus the reject ion should be withdrawn. 

In view of the above/ each of the presently pending claims 
in this application is believed to be in immediate condition for 
allowance. Accordingly, the Examiner is respectfully requested 
to withdraw the outstanding rejection of the claims and to pass 
this application to issue. 

If, however, for any reason the Examiner does hot believe 
that such action can be taken at this time, it is respectfully 
requested, that be/she telephone applicant ' s attorney at {908} 
in order to overcome any additional objections which he 
might have,. 
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If there are any additional charges in connection, with this 
requested amendment., the Examiner is authorised to : charge 
Deposit: Account No, 13 -=1:09.5: therefor, 



Dated: October 1 3 , 2010 



Reapect tully submi 1 1 ed , 

: B 1 e ctxon ± a s i gna t ur e 
/Thomas M Fi.net hi/ 
Thomas Fi.netti 

Registration Ma . : 61,8 8:1 
LERNBR,, DA¥ID, LXTTENBEKG, 

KfeUMHOLZ & MEMTLIK, LLP 
oOO South Avenue West 
West field, New Jersey 07090 
(9 08) 654 -50Q0 
Attorney for Applicant 
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